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REMARKS 

The Claims in the case are Claims 19-25. These claims concisely claim Applicant's invention 
for which patent protection is sought, and to avoid any obviousness and novelty issues 

Section 112 issue 

The predecessor claims corresponding to Claims 21 and 22 had been rejected in USSN 
09/316,724 under 35 (JSC § 1 12, second paragraph. The Examiner had then suggested 
amendments to the claim language as a way to avoid the rejection. This language is present in 
Claims 21 and 22. These claims are urged as patentable without any issues under Section 112. 

No other rejections under Section 1 1 2 were against the claims in the parent application 
USSN 09/316,724. 

SECTION 102 and SECTION 103 rejection 

This Invention is the present application relates to a method of folding TGF-p's (whether 
(TGF-B2) or P3 (TGF-p3), using a water miscible solvent, such as DMSO, DMS0 2 , DMF etc. without 
the presence of the mild detergent such as CHAPS or CHAPSO. and further in the absence of a 
chaotropic agent and in the presence of a reduced glutathione. 

The Examiner had rejected Claims in the parent application USSN 09/316,724 under 35 
USC § 102 (e). as anticipated by Builder, US 5 407 810. The Examiner had also rejected Claims 
as being unpatentable over Builder, US 5 407 81 0, 35 USC § 1 03 (a"). 

The Builder patent, US 5 407 810 has its main emphasis on a multi-phase extraction 
procedure. It also covers a folding process in which a solubilized protein, such as TGF-beta, is 
treated with a folding buffer that comprises a polar aprotic buffer, including DMSO or DMF. In 
addition, however, the Builder folding buffer comprises a number of additional essential 
components, including about 0.1 to 9M of a chaotropic agent and about 0.01 to 17 microM of a 
copper or manganese salt. 

Applicant's invention does not use either of these two latter components in the folding buffer, 
at least for TGF-beta 3. There is acetic acid in the TGF-beta solution which is then mixed with the 
folding buffer. However, the acetic acid solution which is used by Applicant, (see Example 3-5 of the 
application) does not amount to presence of a chaotropic agent in the buffer. It provides acidic 
conditions for solubilization. Solution fractions containing the solubilized acidified monomeric TGF-fi 
are then directly subjected to in vitro folding, but the folding solution does not contain a chaotropic 
agent 
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Applicant also does not add Cu or Mn salt, which have as their gen ral purpose, the 
facilitation of the generation of disulfides, e.g,, cystines from the reduced cysteine suffhydryl groups. 
Instead, Applicant employs a 5 mM reduced glutathione. B cause of its chemical nature (free 
sulfhydryl group), this agent facilitates disulfide formation by a different chemical mechanism, 
catalysis of sulfhydryl/disutfide interchange, quite unobvious from the method used in Builder. 

The conditions described are present in the Claims 19-25 pending in the instant application, 
which, it is urged, are patentable over the art. 

O BVIOUSNESS~7YFE DOUBLE PATENTING rejection 

The Claims in the parent application were also rejected under the judicially created 
doctrine of obviousness-type double patenting as being unpatentable over copending application 
USSN 09/123 233, which is issued as US Patent 6 057 430. Applicant filed a terminal disclaimer 
of any portion of the term of a patent from the instant application over the term of the US Patent 
6 057 430, and a copy of those papers, which were separately filed on January 1 7, 2001 . were in 
the record of the parent application. Therefore this issue against the claims is no longer relevant. 

Conclusion 

In view of the foregoing, Applicant submits the Application is now in oondition for 
allowance and respectfully requests early notice to that effect. 

Should the Examiner feel that telephonic communication with Applicants' representative 
would further the prosecution of the instant application, he is invited to telephone the undersigned. 

No fees are believed due with this amendment; if however, any fees are due, please charge 
such fees to Deposit Account No. 1 9-01 34 in the name of Novartis Corporation 



Respectfully submitted, 



Novartis Pharmaceuticals Corporation 
Corporate Intellectual Property 
One Health Plaza 
East Hanover, NJ 07936-1080 
(862) 778-7903 




Attorney for Applicant 
Reg. No. 22,640 



Date: January 29, 2003 
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